Recombinant factor VIIa to treat severe bleeding in patients with liver disease: Pitfalls and possibilities  by Lisman, Ton & Porte, Robert J.
Conﬂict of interest
The author declared that he does not have anything to disclose
regarding funding or conﬂict of interest with respect to this
manuscript.
References
[1] Mehrpour M, Codogno P. Drug enhanced autophagy to ﬁght mutant protein
overload. J Hepatol 2011;54:1066–1068.
[2] Hidvegi T, Ewing M, Hale P, Dippold C, Beckett C, Kemp C, et al.
An autophagy-enhancing drug promotes degradation of mutant
alpha1-antitrypsin Z and reduces hepatic ﬁbrosis. Science 2010;329:
229–232.
[3] Cereghino JJ, Brock JT, Van Meter JC Penry JK, Smith LD, White BG.
Carbamazepine for epilepsy. A controlled prospective evaluation. Neurology
1974;24:401–410.
[4] Sechi GP, Zuddas M, Piredda M, Agnetti V, Sau G, Piras ML, et al. Treatment of
cerebellar tremors with carbamazepine: a controlled trial with long-term
follow-up. Neurology 1989;39:1113–1115.
[5] Sechi GP, Traccis S, Durelli L, Monaco F, Mutani R. Carbamazepine versus
diphenylhydantoin in the treatment of myotonia. Eur Neurol
1983;22:113–118.
[6] Holmes GL. Carbamazepine. Adverse effects. In: Levy RH, Mattson RH,
Meldrum BS, Perucca E, editors. Antiepileptic drugs. Philadelphia: Lippincott
Williams and Wilkins; 2002. p. 285–297.
[7] Tibbals J. Acute toxic reaction to carbamazepine: clinical effects and serum
concentrations. J Pediatr 1992;121:295–299.
[8] Hunter MH, King DE. COPD: management of acute exacerbations and chronic
stable disease. Am Fam Physician 2001;64:603–613.
[9] Bachetti T, Di Zanni E, Balbi P, Bocca P, Prigione I, Deiana GA, et al. In vitro
treatments with ceftriaxone promote elimination of mutant glial ﬁbrillary
acidic protein and transcription down-regulation. Exp Cell Res
2010;316:2152–2165.
[10] Sechi GP, Matta M, Deiana GA, Balbi P, Bachetti T, Di Zanni E, et al.
Ceftriaxone has a therapeutic role in Alexander disease. Prog Neuropsycho-
pharmacol Biol Psychiatry 2010;34:416–417.
GianPietro Sechi⇑
Department of Neurosciences, University of Sassari,
Sassari, Italy⇑Tel.: +39 079228362; fax: +39 079228423.
E-mail address: gpsechi@uniss.it
Pietro Balbi




Laboratory of Molecular Genetics, Genova, Italy
Isabella Ceccherini
Institute ‘‘Giannina Gaslini’’,
Laboratory of Molecular Genetics, Genova, Italy
Recombinant factor VIIa to treat severe bleeding in patients with
liver disease: Pitfalls and possibilities
Letters to the EditorTo the Editor:
Patients with liver disease frequently develop substantial
changes in their hemostatic system [1]. Recent laboratory and
clinical data are compatible with the concept of rebalanced
hemostasis in liver disease [2]. According to this concept, the
average patient with liver disease is in hemostatic balance due
to a concomitant decrease in pro- and anticoagulant pathways.
The hemostatic balance in patients with liver disease, however,
is much more fragile as compared to the hemostatic balance in
healthy individuals. Consequently, patients with liver disease
are at risk for both bleeding and thrombosis when the balance
is disturbed. Unfortunately, there is currently no clinical or labo-
ratory test able to predict whether a patient with liver disease is
at risk for either bleeding or thrombosis.
In a recent commentary in the section ‘‘International Hepatol-
ogy’’ of this Journal, Thabut and coworkers address the question
whether administration of recombinant factor VIIa (NovoSeven,
rFVIIa) to patients with liver disease poses them at an increased
risk for thrombotic complications [3]. The authors conclude that
the use of rFVIIa to patients with uncontrollable bleeding may be
justiﬁed, and potential thrombotic events should be considered
as ‘collateral damage’. Here, we aim to comment on the use of
rFVIIa in patients with liver disease to better appreciate the
risk-beneﬁt ratio in different clinical scenarios.
Current clinical data do not support prophylactic administra-
tion of rFVIIa to prevent excessive bleeding during surgical proce-
dures including partial hepatectomy and liver transplantation
[4,5]. Also, administration of rFVIIa to patients with variceal
bleeding is not indicated based on randomized controlled trials.950 Journal of Hepatology 2Although the average patient with liver disease is in hemo-
static balance, there are situations in which severe and uncon-
trollable bleeding does occur [1]. If the primary cause of
bleeding is not surgical and not primarily related to (excessive)
portal hypertension, administration of rFVIIa may be beneﬁcial,
which is supported by anecdotal reports [6,7]. The main advan-
tage of rFVIIa over other hemostatic therapies, such as blood
product infusion, is the low volume, which prevents ﬂuid over-
load and exacerbation of portal hypertension. In addition, trans-
fusion-related complications such as transfusion-related acute
lung injury and other transfusion reactions do not occur when
rFVIIa is administered.
The theoretical advantages of rFVIIa when used as a ‘‘rescue
agent’’ need to be balanced against a potentially increased risk
of thrombosis. We believe that clinical studies are required to
establish whether rFVIIa is truly effective in controlling bleeding
complications in patients with liver disease. Furthermore, we
believe it is important to realise which types of uncontrollable
bleeding might beneﬁt from rFVIIa administration, and in which
cases therapy with rFVIIa is likely futile.
The patients with uncontrollable bleeding that may beneﬁt
from rFVIIa are those patients in whom the bleeding complica-
tion is likely a result of an inadequate coagulation system. Exam-
ples of this are patients with massive hematomas, patients with
bleeding complications after small invasive procedures including
dental extraction, liver biopsy, paracenthesis and thoracenthesis,
and patients with bleeding complications during or after larger
invasive procedures. In the latter case, it should be excluded that
there is a surgical cause for the bleeding complication. Clinically,011 vol. 55 j 944–951
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a bleeding complication during surgery that is likely attributable
to inadequate hemostatic capacity is characterized by multiple
simultaneous bleeding sites, persistent oozing from a non-identi-
ﬁable source, or delayed bleeding following adequate hemostasis.
Patients that are theoretically unlikely to beneﬁt from rFVIIa are
patients with surgical bleeding, or bleeding complications that
are primarily related to pressure effects (such as variceal
bleeding).
In those patients with uncontrollable bleeding related to a
hemostatic defect, two factors may determine whether rFVIIa
might be effective in inducing hemostasis. Firstly, both in vitro
studies and clinical studies in trauma patients have established
a loss of hemostatic activity of rFVIIa with decreasing pH [8,9].
Patients with severe acidosis, which for example frequently
occurs in patients with acetaminophen-induced acute liver fail-
ure, may not beneﬁt from rFVIIa. Secondly, rFVIIa likely requires
a certain amount of residual endogenous coagulation factors.
rFVIIa is believed to exert its hemostatic effect by enhancement
of thrombin and ﬁbrin generation in either a tissue factor-depen-
dent or -independent manner [10]. For rFVIIa to enhance throm-
bin and ﬁbrin generation, a certain level of procoagulant proteins
(factors X, V, II, and ﬁbrinogen) will be required. In the patient
with liver disease, levels of these procoagulants are low, but gen-
erally sufﬁcient to support hemostasis. However, severe deﬁcien-
cies in procoagulants or ﬁbrinogen may occur in patients with
severe dilutional- or consumption coagulopathy (including
patients with severe sepsis and disseminated intravascular coag-
ulation and patients with uncontrolled bleeding). In such
patients, administration of rFVIIa may be futile.
In conclusion, there is a need for carefully designed clinical
studies to assess efﬁcacy of rFVIIa administration to patients with
liver disease and uncontrollable, hemostasis-related bleeding.
Only when these studies show a beneﬁcial effect of rFVIIa, an
increased risk of thrombotic events may be considered acceptable
‘collateral damage’. For now,webelieve there is little evidence for a
widespread use of rFVIIa as a rescue agent in patients with liver
disease.
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